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DESCRIPTION 

AndtoGel ' (testosterone rjel) is a clear, colorless hydtoalcoholic ge| 
containing 1% testosterone. AndroCiol - provides continuous trans- 
dermal delivery of testosterone, the primary circulating endogenous 
androgen for 24 hours lolloping a single application to intact, clean, 
dry skin of the shoulders upper arms and'or ahdornen, 
A daily application of AndroGel 6 Ci. 7.5 Ci or 10 G contains SO mg 
75 nig, or 100 trig ol testosterone respectively ro ho applied daily retire 
skin's surface. Approximately lose. 0 f the a|jpliei.l tostosteiono deeec is 
absorherl across skin of avetagc permeability rluung a 24-hout peiiod. 
I fie active pharmacologic in jt In nt in m It I ' rs i I tin 
testosterone USP is a while lo praclieally white cryslalline pow- 
let diemtcalfy el- nhed as 1 na layelr . in lrost-4-on • n 



continues for the entire 24-hour dosing interval. Setum concentra- 
tions appt oximate the steady state level by the end of the first 24 hours 
and are at steady state by the second or third day of dosing. 
With single daily applications of AndroGel'. follow-up measure- 
ments ?'.), 90 and 180 days after starting treatment have confirmed 
that serum testosterone conceritrat 

within the eugonadal range. Figure 1 summarizes the 24-hour 
pliatmacokinetic profiles of testosletoue lor patients maintained 
on 5 G or 1(1 G of AndtoGel ' tor SO days, (lie average (; Sl'n daily 
testosterone concentration produced bv AndroGel' 10 G on Day SO 
was 792 (± 294) ng/dL and by AndroGel" 5 G 566 (±262) ng/dL. 




C'loHzsOz 

Inactive ingredients in AndroGel ate ethanol 58.9'% putilied 
water, sodium hydroxide. Garhomer 940 and isopropyl mynstatc: 
these ingredients are not pharmacologically active. 
CLINICAL PHARMACOLOGY 

AndroGel (testosterone gel) delivers physiologic amounts of tes- 
tosterone producing circulating testosterone corns.vitratic.ns that 
approximate normal levels (293 - 1045 ng/dl i seen in healthy men. 
Testosterone— General Androgen Effects: 
laidogenous androgens, including testosterone and fill It r r 
lewie (Dili;, ate responsible lot the normal growth and develop- 
ment of tin male sex otgans and for maintenance of secondary sex 
characteristics. Iftese effect', include the growth and matutation of 
pio titi tnwnl r ii It p m mil u tun I r 1 | m tit 
male hair distribution such as facia), pubic ediest. anrf axillary hair: 
laryngeal enlargement vocal chord thickening, alterations in body 
I 01 1 1 ate neces- 
sary for the normal development of second it liaraci n ti 
Male hypogonadism results from insufficient secretion of testos- 
terone and is characterized by low serum testosterone concentra- 
tions. Symptoms associated with male hypogonadism include im- 
potence and decreased sexual desire, latiguc and loss of energy 
mood dcptession. regression I secondary sexual h ii i t ti n and 
osteoporosis. Hypogonadism is a i isk factor tot osteopoiceus in men. 
Drugs in the andiogen class also promote retention ot nitrogen, 
sodium, potassium, phosphorus, and decreased urinary excretion of 
calcium. Androgens have been repotted to increase ptotcin 
anabolism and decrease ptcitem catabotism. Nitrogen balance is 



is suffice 



id pencils 



Androgens are responsible for the growth spurt of a 
and lot the eventual termination ot linear growth brought about by 
fusion of the epiphyseal gtowih ccntets. In children, exogenous 
androgens accelerate linear growth rates but may cause a dispro- 
portionate advancement in bone maturation. Use over long peri- 
ods may result in fusion of the epiphyseal growth ccnlcrs and ter- 
mination of the growth process. Andiogens have been reported to 
stimulate the production of rerl blood cells by enhancing erythro- 
poietin production. 

During exogenous administration of androgens, endogenous 
testosterone release may lie inhibited through feedback inhibition 
of pituitary luteinizing hormone fid If. At large doses ot exogenous 
androgens, spermatogenesis may also be suppressed through 
feedback inhibition ol pituitary tolfiele-stimufafing hormone (FSH). 
I here is a lack of substantial evidence that androgens are effec- 
tive in accelerating fracture healing or in shortening post-surgical 
convalescence. 
Pharmacokinetics 
Absorption 

AndroGel' is a hydroalcoholic formulation that (ties quickly when 
applied to the skin surface. The skin serves as a reservoir for the 

Approximately 10 of the- testosletoue dose applied on the skin 
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Figure 1. Mean (±SD) Steady-State Serum Testosterone 



Circulating te 
mone-binding globulin (SHBCii and albumin 
fraction el testosterone easily dissociates from 
sumeri to be hioactive. The portion of testoster 
rs not oonsideted biologically active, die amo 



SHBG than does testosterone. In many tissues,, the activity of 
testosterone depends on its reduction to OUT which binds to 
cylosof receplor proteins. The- steroid-receptor complex is trans- 
ported to the nucleus where it initiates transcription and cellular 
changes related lo androgen action. In reptoeluctive tissues ffllf 
is further metabolized to 3-a and 3-P androstanediol. 
I'fftl concentrations increased in parallel with testosterone concen- 
trations during AndroGel treatment. Alter 130 days of treatment, 
mean OUT concentrations were within fhe notmal range with 5 
AndroGel and wetc about 7v.. above Ihc notmal range after a 10 G 
dose. The mean steady slate DHT.O" tatio during ISO days ol 
AndroGel treatment remained within normal limits (as determined 
lay the analytical laboratory involved with this clinical trial) and ranged 
from i.2 ti 1.20 t day) and from 0.27 to 0.33 (10 G/day). 

About 90% of a dose of testosterone given intramuscular iy is 

ot lestostetone and its metabolites' about ess of a dose is excret- 
ed in the feces, mostly in the unconjugated form, fnactrvation of 
testosterone occurs primarily in the liver. 
Special Populations 



111 Ihc , 



> of hypogonadism 
or Doay mass index w t rmai stuot i onduci I in I 
ing paticnls with icnal or hepatic insufficiencies. 
Clinical Studies 

AndroGel- is; was evaluated in a mullicentcr, randomized, parallel- 
group, aotive-coninalled. ISO-dav trial in 227 hypognradal men. The 
study was conducted in 2 phases. During rhe Initial Ireainrenl period 
(Days 1-90). 73 patients were randomized to AndroGel 5 G daily, 78 
paticnls to AndroGel 19 G daily, and 76 paticnls to a nou-sctotal 

- t , tie transdermal system. The study t 
of AndroGel but open-label for active control. 1-Vitients who were ot ig- 
inatly taridomi/ed to AndroGel ' aire) who had single-sample serum 
I ne le Mb above or below the normal range on Day 60 were 
titrated to 7.5 G daily on Day 91. During the Extended Treatment 
Period (Days 91-180;. 51 patients continued on AndroGel" 5 G daily. 
52 patients continued on AndroGel* 10 G daily. 41 patient contin 
ued on a non-scrota! testosterone transdermal system (5 mg daily). 

idruGer 7.5 G daily. 
Mean peak, trough and average serum testosterone concentra- 
i ti il ran je (298-1043 ng/dL) were achieved on 



the first day of treatment with doses of 5 C and 10 G. In patients 
continuing on AndroGel' 5 G and 10 G, these mean testosterone 
tor the 180-day 

duration of the study, figure 2 summarizes the 24-hour pharma- 
cokinetic profiles of testosterone administered as AndroGel" tor 
30, 90 and 18 ie T tit ion were main- 

tained as long as the patient continued to ptoperfy apply the pre- 
scribed AndroGel* treatment. 




Figure 2. Mean Steady-State Testosterone Concentrations in 
Patients with Once-Daily AndroGel 5 Therapy 

I able 1 

Ir itm nt 1 i 1 I r g tn nt r mg 5 G 7 5 G, or 10 t, ot 
AeidtoGcle Ihc 7.5 G dose produced mean concentrations interme- 
diate to those produced by 5 G and 10 G of AndroGel". 

Table 1: Mean (±SD) Steady-State Serum Testosterone 
Concentrations During Therapy (Day 180) 

5G 7.5 G 10 G 

N = 44 N = 37 N = 48 

C 3V g 555 ± 225 601 + 309 713 ±209 
C max 830 ± 347 901 ± 471 1083 ± 434 
Cmin 371 ± 165 406 ± 220 485 ± 156 

Of 129 hypooonadal men who were appropriately titrated with 
AndroGel and who had sufficient data for analysis, 87% achieved 
an average serum testosterone level within the normal range on 

Treatment Dav 199. 

AndroGel 5 G/day and 10 G/day resulted in significant increases over 
time in total body mass and total body lean mass, white total body (at 
mi in 1 th | t mi 1 1 I I il 1 i n i 1 qi ill mtl llnsr ihange, 
m int iin for b 'da';, ret 'trw nt i fi mg in Ihc 7 SGdosi 
groti| en mill t i in mm r il It n it in I th hip and spine 

1 I II I 1 II 1 Anlt til 

AndroGel" treatment at 5 G/day and 10 G/day for 90 days produced 
significant improvement ln libido gtieasutod by sexual motivation, 
sexual 

patient responses to a questionnaire). I he degree of penile erection 
as subjectively estimated by fhe patients, increased with AndroGel" 
treatment, /is did the subjective score for 'satisfactory duration of 
r it ii n li I it itm nt it G day and 10 ( I 
positive ettects on mood and t ill im unit it changes wetc seen after 
180 days ol ucatm/ml and in the group treated with the 7.5 G dose. 
DHT ronrenlt in n in i i t In i i 

lions at n It doses 1 5 < f and 10 Mr but th I I II f ratio 
stayed 'within t tics normal range, indicating enhanced availability of the 
maiot | 

tortious increased r trnli ut| within 50 days of starting treatment 
alii AndroGel 5 or 10 G/day and remained elevated throughout the 
treatment petiod but remained within the normal range for eugonadal 
men. Serum levels of SURG decreased very slightly (1 to 11%,) 
during AndroGcT ircatmcmt. In men with hypergonadoltopic 
hypogonadism' serum levels ol I.I and FSH fell in a dose- and 
time- dependent mini luring itn it with AndroGel 
/■'oi'/'/i/:,)/ /or y'sio'S/owswv ffcos/ec. 

Ihc potential lor dermal tcstoslerorkc Iremsfci following AndroGel' 
use was evaluated in a clinical study between males closed with 
AndtoGel and their untreated female partners. Two to 12 hours altet 
AndroGel (10 Gj application by the male subjects, the couples (N---38 
couples) engaged in daily, 15-minute sessions of vigorous skin-to- 

to the AndtoGel application sites" finder these study conditions, all 
unprotected female partners had a serum testosterone concentration 
s 2 time:, the baseline value at some time during the study. When a 
shirt covered the application sitetsi, the transfer of lestostetone item 

1 i i i n i i i,l tely pi evented. 

INDICATIONS AND USAGE 

AndroGel is indicated for replacement t.ftetapy in male:, for conditions 
assw inted with a deficiency or absence of endogenous testosterone: 
t. Primal hyp nad n < lenital r acq iin fi - I lioulai 
failure due to cryptorchidism, bilateral torsion, orchitis, vanishing 
testis syndrome, orchiectomy, Klinefelter s syndrome, chemother- 
i i i metals These men 

usually have low scrum testosterone levels and gonadotropins 
(FSH. 1 Hi above the notmal range. 

2. Hypergonadotropic hypogonadism ''congenital or acquired) — 
idiopathic gonadottopin or Manning hormone-releasing hormone 
{UTRH) deficiency or pituitary-hypothalamic injury from turnots, 



fhese n 



:1s hut have gonadotropins ir 



CONTRAINDICATIONS 

Androgens ai 
breast or known or suspected ca 
AndtoGo4' is not indicated tor us 



event that urn 

boon applied dors come in direct contact with the sk 
riant woman, the general atca of contact on the worn; 
washed with soap and water as soon at, possible In 



by washing with soap and water. 

AndtoGeh' should not he u>«l in patients with known hypersensi- 
tivity to any of its ingredients including testosterone IJsp that is 
chemically synthesized from soy. 
WARNINGS 

1 . Prolonged use of high doses of orally active l7-.ilplvw.lkyl 
androgens (e.g.. rnethylieslosterone! has been associated with 

eriou hepalii it t fleets (pel hepatic, hepatic i 
pin m cliole till hepal t i n 1 I li i fiepati m 

be a life-threatening 01 tatal complication. Long-term therapy 
with testosterone enanlli h it blood levels for pro- 
longed periods fias prorluced multiple h..-p.*tuc adenoma', 
leslosterone is not linn to produce tii adverse effects. 

2. Geriatric patienls treated witl i androgens may he at an increased risk 
for the development of prostatic hyperplasia and prostate carcinoma. 

3. Geriatric patients end oilier patients with clinical or demographic 
characteristics that arc recognized to be associated with an in- 
creased risk of prostati et liouldl aluated for the pres- 
ence of piostate cancer prior to initiation of testosterone replace- 
ment therapy. In men i in 1 1 i tin | 1 1 i mi nt therapy, 
surveillance for piu t it can i hould I insistent with iui lent 
practices for eugonadal men {see PRECAUTIONS: Carcinogenesis, 
Mutagenesis. Impairment of Fertility an.) Laboratory lasts'; 

I f detna witli it i h nit ngesti h lit iili.ii may I i nou 
complication in patients Willi preexisting cardiac, tonal, or hepatic 
disease. In addition to discontinuation of the drug, diuretic ther- 
apy may be required. 

5 Gynecomastia tr gin ml , develops and i 1 ion ill persists in 
patients being treated for hypogonadism. 

li. The treatment of hy( gi mill tin u itfi t h t i in i i 
may potentiate sleep apnea in some patients, especially those 
with risk factors such as obesity or chronic lung diseases. 

PRECAUTIONS 

Transfer ol testosterone to another person can occur when vigor- 
ous skin-to-skin contact is made with the application site (see 
Clinical Studies). I he following precautions arc- recommended to 
minimize potential translei of tesiosteione (torn AndroGel -Heated 
skin to anothet person: 

- Pali nt should wasli Hi n hands immediately with soap and 
watet after application of AndioGel ' 

• Patients hould ill pplioation sitois) ith i lothing after 
the gel has dried (e.g. a shirt). 

• In the event that unwashed or unclothed skin to which 
AndioGel lias I i applied di i i i tax r wit] 
skin of another person, the general area of contact on the other 
person should be wa bed with i i i as p 

bio. in vino studies show that tesidcial leslosteione is lemovcd 
ftom the skin surface by washing ill soap and water. 

Changes tn body halt distribution significant increase in acne ot 

othet signs of virilization ot ihe f.'snalc partner should he brouglit 

to the attention of a physician. 

General 

I he physician should instruct patienls to report any of the iollowing: 

• loo treguc-nt of persistent erections ot the penis. 

• Any nausea, vomiting, changes m skin color or ankle- swelling 

• Breathing disturbances, including those associated with sleep, 
mliaanaicin for Patients 

Advise patients to carefully lead the inlormalion brochure- that 
. iii i ingle-use packet 

— 

• AndtoGeh should not be- applied to the scrotum. 

• AndroGel'' should be applied once daily to clean rity skin 

• Alter application ot AndioGel c it is currently unknown tor how 
long showering ot -. t I delayed For optimal 
absorption of testosterone, it appears reasonable to wait at 
least 5-6 houts after application prior to showering or swim- 
ming Mi ttl I i i ming lit i jti t 1 hour- 
should have a minimal effect on the amount of AndroGel v 
absorbed if done very infrequently 

Laboratory Tests 

1. Hemoglobin and heinatocnt levels should be checked periodically 
(to detect poly i ail ' a r 

2. Lives function, prostatic specific, antigen, cholesterol, and high- 
density lipoprotein should be checked periodically. 

3. To ensure proper dosing, serum testosterone concenttations 
should be ran i i ;E AND ADMINISTRATION). 



Oxyphenbutazone: Condiment administration ot oxyphenbutazone and 
androgens may result tn elevated serum levels ot oxyphenbutazone. 
Insulin: In diabetic patients, the metabolic effects of androgens 
may decrease blood glucose and therefore, insulin requirements. 
Propranolol: in a published pharmacokinetic study of an injectable 
testosterone product, adrrnnistr atton of lestoster one cypionaie led to 
an increased clearance of propranolol in the majority of men tested. 
Corticosteroids: The concurrent administration of testosterone 
with ACTH or cortirosba t 1 1 n ay enhai 
thus these drugs should be administered cautiously, particularly 
in patients with catdiac or hepatic disease. 
Dt uud ahoi atot v I est inter actions 

Androgens may decrease levels of thyroxin-binding globulin, result- 
ing in decreased total 1'4 serum levels and incioased lesin uptake ol 

IS and 14. Lice thyroid hormone levels remain unchanged, howev- 
er, and there is no clinical evidence of thyroid dystunt lion. 

i 

Animal Data: leslosterone has been tested by subcutaneous 
injection and implantation in mice and tats In mice the implant 
induced cervical-ulenne Illinois, which nielaslasi/cd in some 
cases. Ihcie s suggestive evidence thai injection ol tesios- 
teione' into some stiains of female unci" increases their suscep- 
tibility to hepatoma. Testosterone is also ' 



adverse events associated with AndroGel : these were asthenia and 

the other. Among 1 7 patients in foreign clinical studies there was 1 
instance' each of acne, erythema and benign prostate adenoma 
associated with a 2.5 Si testosterone gel formulation applied deimaily. 
One hundred six 006! patienls In received AndroGel'' foi up to 
12 months in a long-lerm follow-up study for patients who com- 
pleted Ihe controlled clinical Heal. Ihe preliminary safety results 
from tins -study are consistent with those reported for the con- 
trolled clinical trial. Table 3 summarizes those adverse events 
possibly, probably or definitely related to the use ot AndroGel* 
and reported by at least let, of the total nurnbei of patients during 
long-term exposure to AndroGel*. 

Table 3. Incidence of Adverse Events Possibly, Probably or 
Definitely Related to the Use of AndroGel* in the Long-Term, 
Follow-up Study 



chemically induced carcinomas of the liver in tats 
urn m Data then ar r in r ports ol hojoito llul i . ir mom i 

in patienls receiving long-tei en oral therapy with andiogens in 
Mi i ii ml t i] not lead to regression of 

Geriatric patients treated Willi androgens may be al an increased risk for 
the development 1 1 |c t ill h.ptjhn litre ntn arctnoma. 
Gertaltii patients and other patienls with clinical or cleinogtapiic 
characteristics thai are recognized to be associated Willi an increased 
risk of prostate cancer should be evaluated for the presence of 
piostate cats et prim to initiation ol testosterone replacement therapy. 
In men receiving testosleione replacement therapy, suiveillancc 
hv piostate cancel should he consistent with current practices 
tor euqoeiadal men. 

1 1 in ti ii ' e Contraindications)— Teratog in I tt t 
AndroGel is not indicated tor women and must not be used m women. 
Nursing Mothers: AndroGel" is not indicated tor women and must 
not be used in women. 

Pediatric Use: Safety and efficacy ot AndroGel" in pediatric 
patients have not been established. 
ADVERSE REACTIONS 

In a controlled clinical study, 154 patients were treated with 
AndroGel lor up to 6 months (see Clinical Studies). Adverse Lvcnls 
possibly, probably or definitely i elaled to the use of AndroGel* and 
reported by 1 t hi! \ an nt it li t d m I ibi 1 

Table 2. Adverse Events Possibly, Probably or Definitely 
Related to Use of AndroGel 1 in the Controlled Clinical Trial 
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Application Site Rea< 

Depression 
Emotional Lability 
Gynecomastia 

Lab Test Abnormal* 
Libido Decreased 



Pain Breast 1% 3% 1% 

Piostate Disorder ** 3% 3% 5% 

lestrs Disorder 3% 0% 0% 

!.;:!' lest oci.oo'.co;,';: occurred in rune patients Willi one or more 
II in nt elevated hemoglobin or hematocrit, 
hyper lipiclemia, elevated triglycerides hypokalemia decreased 
DDI , elevated glucose, elevated creatinine, or elevated total bilirubin. 
' " Prostate disorders included five patients with enlarged pros- 
tat i g it or it with BPH. and one patient ith I it' II >u uli 

i 1 ents possibly related to the use of 

AndroGel' occurred in fewer than lea 'it patients: amnesia, anxi- 
ety discoloiod hail, dizziness, dry skin, hireui.ism, hostility, 
impaired ut illation, paresthesia, penis disorder, peripheral edema, 
sweating, and vasodilation. 

In this clinical trial of AndroGel', skin reactions at the site ol 
reported with AndroGel'-. bur none 
was severe enough to reguire treatment or discontinuation ot drug. 
Six (4w.) patienls in this ttial had adverse events that led to dis- 
continuation ol AndioGel . These events included the Iollowing: 
iii ii neither of which were consid- 

ered related to AndroGel administration), depression, sadness, 
memory loss, elevated pi t ti i i 

sion. No AndroGel* patients d itu re kin reach 
In an uncontrolled pharmacokinetic study of 10 patients, two had 



5G L5G 10G 

Lab Test Abnormal* 4.2% 0.0% 6.3% 

Peripheral tdema 1.4:0 0.0% 3.1% 

Acne 2.8% 0.0% 12.5% 

Application Site Reaction 9.7% 10.0% 3.1% 
Piostate Disorder • ' 2.8% 5.0% 18.8% 

Urination Impaired 2.8% 0.0% 0.0% 

" l.ji: low jbnarmjl included one patient eaclt with elevated 
GGTP, eleval I hc-mal i 1 n lobin. I 

I in rend h \ ' fly id mi t decreased HI 4 and hypokalemia. 

' eywyote b/sore/ws included enlarged piostate. elevated PSA 
results, and in one patient a new diagnosis of prostati: cancel: 
thiee [.ciUei'ils (one taking 7.S G daily and two taking 10 G daily) 
discontinued AnriroGeL treatment during the long-term study 
because of such disorders. 
DRUG ABUSE AND DEPENDENCE 

AndroGel" contains testosterone, a Schedule 111 controlled sttb- 

1 IIII IS ] 111! I I lb II ll III I I III ! i nliol Act. 

Oral ingestion ol AndioGel will not result in clinically significant 
serum leslosterone ooucoiUiaiions due to extensive htsl-pass 
metabolism. 
OVERDOSAGE 

there is i m repott ol ,n lie . eido igi I . tnji i lion of testes 
terone enanthate: testosterone levels of up to 11,400 ng/dL were 
implicated in a oerobi (avascular accident. 
DOSAGE AND ADMINISTRATION 

II recommended stalling dose I AiidroCol ' 1 is a G delivering 5 mg 
it 1 1 ti i en ti mi ally applied once daily (preferably in the 

ti i it i I f i i i fin I ll I 1 in 1 ttppi t urns 

and/or abdomen. Upon opening the (racket's), the entire contents 
should be squeezed into the palm of the hand and immediately 
applied to Hie application sites. Application sites should be allowed 
to dry for a f 

with soap and water allot AndroGel has been applied. 
Do not apply AndioGel" to the genitals, 
i iiiml t ti i ii k I h i ltd 1 1 im i hi il approximately 14 days 
after initiation ol therapy to ensure proper dosing, if the serum 
tostosierone concentration is below the normal range, or if ihe 
desired clinical response is not achieved the daily AndioGel" 1% 
dose may be increased from 5 G to 7.5 G and from 7.5 G to 10 G 
as instructed by the physician. 
HOW SUPPLIED 

AndroGel" contains testosleione. a Schedule 111 controlled sub- 
stance as defined by the Anabolic Sleioicls Control Act. 
AndroGel is supplied in unit-close aluminum toil packets in car- 
tons of 30. Each packet of 

50 mg testosterone respectively, and is supplied as follows: 
iMDC Nurnbei Strength Package Size 

_ i 1 id mg) pit i _ ' 
0051-8450-30 101,(50 mg) 30 packets: 5 G pet packet 
Stotage 

Store at eonlrolled loom temperature 20-25% (68-77'f) [see USP|. 
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